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Abstract of JP 7236475 (A) 

PURPOSETo provide a myeloma cell line which can be a model for IL-6- dependent proliferation 
mechanism in myeloma, an experiment with an animal to which the cell line is transplanted, and the 
screening process for a myeloma- treating agent using the cell line or said experimental animal. 
CONSTITUTIONThe invention provides a human myeloma cell line which proliferates depending on IL- 
6 through the autocrine mechanism, an experimental animal to which the cell line is transplanted, the in 
vitro screening method of myeloma-treating agents by testing the inhibition of myeloma cell proliferation 
by adding the agents to the cell line, and the in vivo screening method of myeloma cell-treating agents 
by giving the treating agents to the experimental animals. 
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[»*«3] kpmm2 &&T.¥T.mmm3tim 

fFIS^^K-feV^-. Sft#-8-F I RM : P - 1 4 1 

7 0) x-fe 5 tt*gi i (-taftwasstto 

4 ] w 3ft is i \mm<vmmw*®w. i-tcmm 

[tt&£5] *^»fe^ffi^«ft-efe5f**il4 
L - 6 ft#ttX?l««-r 5 t h MM«l*£&TSMfi: b 

r # b n 5 f&jjtf 4 (dta*» %wmm a 

l-6 ft#ttTM-f 3 1 h#Kli«tt£MI£ft#tt 
LT# ft 5 tt*3S 4 t fa*»»»t)„ 
[ff*Jf l o ] ititJStei^J ^tt*« i xcffl&DMm 

mmm LxitMrnmrnmrnnm %mm-rz> ztfrbft 

[»*is 1 1 ] 'wmB.m^mnunm^M^ y^v 
ftwmm t hxn 5 ^ t a s n*a i o trie 

1 2 ] #MM?fj«ffl^s i l - e ^mrnmx 

1 3 ] # MWMWJSrfi 4 KfB*© lift 

ftmmm&mmt hxn 5 r. t ^e>*5si*« 1 3 me 

i s ] Kwmmmbmmi**m$t<»ito 
m&mmt Lxn 5 1 3 i^faa©^ 

UWi i e ] Mtmreftftias i L - e ffittpiwsj-e 

*>5f» #>S 1 3 lcnzm<v4 y tfj}?jx ? y 

[3gW<D»Sfl&I^] 
[0 0 0 1] 

iwm-tommftmi *wm±t hitmmmn&mcm 

U £bimL<i**-h?yJyWM\££iXIL- 
[0 0 0 2] 



m*<D&.m BMmmmi-2 (bsf-2) 
xh^^yf-vy^yQ (il-6) n.^m^MM. 

(multiple myeloma: £1TMM t WM 

ttTV^ (Kawano et al. , Nature 332:83, 1988; Klein 
et al., Blood 73:517, 1989) „ #fiH4'frttfl!te, WK. 

mmmmtL±mmx\ •wm^mnnmt u 

ML\zmmz%£.1-?>o I L-6tti©J;5^aia_h-e 

loft, I l-6«Aj- S ^f 8 o kDoy^fvK 
*S-£-ffiB!*>v^K (i i-6g§#) fficoi 

^fgpl3 0-CfcS (Taga et al. , J. Exp. Med. 
196:967, 1987) „ 

[0 0 0 3] 1 9 8 8^Ka wa n o bttffPt h#M 
ttttlJia^«^6«JiC I L - 6 U 

fr£|gJ&bTt^r^ fcfetWcHtl L-6S^* 
( R) gifrlci 9 V If b o ^^t^Jiflffl £ ft5 - t ^ 

SiilrSSL (Kawano et al. , Nature 332:83, 198 
8) , -*K1 e i nblt. g fej^SH^ ^S^b/it^ 

iita^ltSit^ifLfc (Klein et al. , Bl 
ood 73:517, 1989) „ jklftpW I L-6gSi4# 

fllt<D#!# t M bT ^ 5 ^ t h tlX 13 <0 (Batai 1 
le et al., J. Clin. Invest. 84:2008, 1989) N I L 

- 6 ii>-wmm<D3iW£mmm^iD 1 ^xh% t^z. 

[0 0 0 4] ff«^ilL/t#MJ3I«a»#^-, # 

[0 0 0 5] I L - 6 ft#|4if JitSr-f 3 t h 
Wfic h?y^7i^">3 y|:±ott h i l-6 c 
DNA^fAtSt, §#Wfcli*bTll»ft-r5ii: 

®t"2>t»-e&5 (Okuno etal., Exp. Hematol. 20:39 
5, 1992) „ t ltIBBWU 2 6 6I1II- 

6 ^— b ^ yy y®m\z. x o Tum-r 5 n t s n 

Tl/" 1 ?) (Jernberg etal. , leukemia 5:255, 1991; Levy 
et al. , J. Clin. Invest. 88:696, 1991) 0 b^^b* 
tftb, U2 6 6 C0li?8i4^-H'|t I L-6 tiott (Je 
rnberg et al. , Leukemia 5:255, 1991) ^ ~§£.tz.W>l L 

- 6^ey ^ a— r/y&im^XoXh (Levy et al. , J. 
Clin. Invest. 88:696, 1991) &&$:§:ttt£frotc, t 

v^*§t)*)!i, U2 6 6<DmmmmicM-r6 1 l-6 
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[0006] ^m^mmmom^ 

^iL-6ft#tt««^u ^mmmtt 
umiL-e *m#tM*vm <tmtsnz>^t 

Lfc (Goto et al., Biotherapy 7:655, 1993) „ 
[0 0 0 7] XXm^htZZ 5>(^ fflPt MffttMIS 
SrtML-6 «fzs^Am«^-ffi^^ 9* ( I 

iI»ia»ttl(CO^ttWLfc (Goto et al., H5 
2 0H*S^^ltS5B*, 4 9 8 H, 1 9 9 3^ 
10^) o &Tfc#ttLfc 3 

[0 0 0 8] 

[0 0 0 9] g W(4#ttil® I L - 6 fcffitm 

\chz> 0 RMfittfitti L-em^ fin L-6$g# 
fc#KE<D I L- 6^ttPl*^J£teCfe£^3«)Bfe 

[ooio] *mmmmmw%&mi<±mm.mm&m 

(♦s JrC I L - 6 X*fl*t#* if CO I L — 6 SttPl^JSr 

[ooii] *%w\±&9mmm\<Dx*i)--~>ym 
ftwmn * mm t -r s © * * 

?y<?mxh<o , iu^m.^-r^'Wmmic^'o 1 g 

A, IgM, IgG, I g Ei3«tlFB e n c e — J on 
[0 0 12] 

[ISM 5 *»#££] #3SWf ±ta@w 

£»t-r^ < mMM% l fc^*, 1 l - 6 mmmm 
[0013] -r^*^ *3Swb:^— h * ?>r 



[0 0 14] *fc, *ISBJ(±f»ia*^#«bfc^,Rft 
[0 0 15] *iPJt±#ttM?M6«£iifHM3§ 

[0016] Sfejc, #»iKtt#Mtt?&ift!l«r±iaiafc 
[0017] *%m<Dmi&mx m^ii^mt'wmm.& 

zktfXZZ, *»W"Ctt»K:, IgG, lS#«ttf 
fc 0 rcoi 5l-brtf5i:^tifc«ft«KPMM2 

— {£§t£#-§-F I RM : P - 1 4 1 7 0 •C^ffcStlT^ 
5(1 9 9 4^2j3 2 2 B 3Ff£) 0 iHI&lfcK PMM 2 [i 

-fr&ffi^ (SCID) IL-6h7^^i 
SCI D T?* K^"7^^ifcD^^ 

[0018] iBIS^K PMM 2 V f h P t? I L - 6 
4rm^b, Sfcl L-6Sf# (I L — 6 R) ^ilb 
TV^i t^lMg^tt/Co *fc, KPMM2C0^-S-y--f 

MTT (3-[4, 5-dimethylthiazol-2-yl]-2, 5-diphe 
nyltetrazolium bromide) ffi (J. Immun. Methods 65:5 

5-63, 1983 mm) & xxf^M&comfexmmL-tzffi 
i l- 6 1 t bicjy**.^- h L.fct^<D^mm 

r JtiiK PMM 2 «S I L - 6 
iSLTliJt-rar i£^LT^5„ K PMM 2 

<7)ii?it(± N K I L - 6 mAb (*/?u—)-/Vtfiffi 
fcilftll L-6R mAb |:±otffliMS!)tSf 

t»ij^ttfco rt-pcr ca»*»#y^u- 

.X^^y T^v^a y) KPMM2iUL- 
6*3j;tML-6R mRNA^fSLTV^rt^i 
KPMM2fi#i©Sf^ : f > -fftfr 
*>CD44, VLA-/3, ICAM-1, N C AM, L 
FA-3t5j;0 ! VLA-4^5aLT*5i9, tfc^yf 

[0 0 19] r©± 5^KPMM2CO^-a#@^^, K 

pmm2^i Yty^vwmK^onm.-tz, 
■wmMmmmxhz n t ^£tt/t 0 

*OJ««MI# i l- 6fe#ttw^- b ?y4>MMX 

[0 0 2 0] LfdSoT, *ISIK»«1*(4$t; I L - 6 
mAb fo<5VMila I L — 6 R mA b *if(D I L - 6 
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iSWlW^J £ i± C * t -f 5 #fSJ»£8^J © x ^ y - = y 

fazftw i l - 6 iy^-r;u^m^-r?>-wmmmm<D 
[0021] *mm<omim&&mi,itmi 

ID-?^, IL-6 h^y^^i-y^SCIDvi) 
«fc — Kt ? * * ifO&S^F-^filr fo 5 -7- ? * 

[0 0 2 2] Iftif^itt, *5SIK»±fa«tt^^ 

)!IRrt#tt^J;o-C%>fT5 ' fc#T?£5. ST^flasitf 

■wmMnmm^T&^f^t l-x^-t^ r t &xz 

5o ft I L-etMfrSfcttgtl L-6g^f*ft 

*V/^#g©±#MS«gl£ft5;fcJ?\ M^/^jfg 

wsl t ^ofcwmmmm s fts r. t a>£>, r ft <b niw 

[0 0 2 3] ^Tt^PJtr^Sfil^j;^ Jbl:#L< 
SBtSis, *3SM©ffiHtt^fttlSS$ft5%o-ett 

[0 0 2 4] 

[H*«] 

IgG, Xffl#IStt't«IIjft# (7 6?, 



^ii a) ©If7U^#ffiM«£«lJLfc 0 
©#ffiffi*fflja*^-e*J 9 , ffiTKf© I L - 6 W^/Ki 
9 1. 0 p g/m 1 ICjftLTV^fc. S&LfclfckSrF i 
col 1-Hypaque (7r/^>'7|±S) 

MS£ 2 0 %?i/I£Ifijfcfif (FCS:Xavier I 
nvestmentsffik * h y y T) , |lj&;L t 
ML- 6 (^^mmm) 4ng/ml}3iWfW 
^ (Kf&K^ffiK) 1 0 0 n g/m 1 Sr^trR PM I 
1 6 4 0 (JfYafil) «*?«tp{C 1 X 1 0 6 «/m 

1 (Dm&Xnm^tz 0 ^^2 5111177^3^1 
OmlCgtfWtL, Sffl5%C0 2 tp, 3 7°C 
^yJf 3 ^-Mfc 0 SSL.fciHBfiS*i5*^^§ft5 

[0 0 2 5] J^Htel*fl|trlM(W«*LTl|JtL 
Mfel¥^Jil«f£ft, *HM*t LTftSz:£ftfc 0 
ffllStt^rKPMM2 Lfc„ IL-6©ttTifc 

tt##ftT!-*3(t5ffiPB#p f §(4 ; eft ; eft4 8 BtfS&it/ 

7 2B#r B 1-T?&ofc„ 

[0 0 2 6] KPMM2©^tJ5itfI gMlffiT© 
KPMM2 W^figjoJ:tKl gj>% 

k p mm 2 mmim^mwmrxmm^m&mM^ 
Lxmm-t&z-ttimmzn mi) , y^h-^Aif 

^fe-ei4^Mia#(7)^Si^Lfc (0 2) „ KPMM 

2 y r if frm'\£Xh <9 > « 

— g\ AS-D7PP7tT- FX7T7- "^s 

(iga Climbs' 7*^© *5it^T/v*U *x7r 

ftfcas, igA, i g M, *$£VKLmi±m.m&mm%. 

mxm±Xib-ofc 0 *fc, « (10 6 |/ml) Sr3 

[0027] mum 2 : mmm,mm 
±mmmm i -ews: ufcMa»K pmm 2 cD*ffiftig© 

/V'Srffl^T, IS^iffriSf^ffi (Fried et a 
1., Flow Cytometry, Boca Raton, CRC Press: 59-78, 1 
989) Cli^WLTC, 

[0028] mmm 1 bjttKPMM 

2 5r, 1 0 6 {g|/5 L ^-'7't^5 i 5t-^ 10 0/il© 

(facs) mmmm (2% 

FCS*3itF0. 1% NaNsft^tfjV'WMirftlfe 

mkm^fc (pbs) % mTFAcss«^«tv^5) 
nm^^tc 0 ik^x\ w.m^mtmi^^xi±, tm 
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^yfm^F (fitc) 3bz\,^7j=i^}) 

(PE) MimftZmUU 4XXcX30ftm 
hVfc 0 «Sr_bfEFACS^»^2[H]Sfe 
jf-LfcfL Yt—Z— (EPICS PRO 

FILE, =3-/V*H±») T*#*fbfc 0 

[0029] r^^Sif*?£^v^T^, wwm 

CSg«j«-e2[Hl»Lfc«, 5Mg/ml©FITC 



&5^ttPE;»i|Hr*tt^** I gGSif*F (ab' ) 
2»rtf (TAGOtfc») SrJPx., 4tK:T3 04MBKJS 
Siirfco FACSgff«T2[Hl?*#Lfc^, FACSl 

mmmmts^, 7n-wh^^- (epics 

PROFILE, ^-/l^H±») tMtfeo 
[0 0 3 0] KPMM2co^ffiS:Jg^KTco^i 

[0 0 3 1 ] 
[«1] 



KPMM2 



K P MM 2 



C D 3 S 


9 9 . 


9 


CD I 1 a(LF A - 1) 


t) . 


4 


r C A - 1 


9 B . 


0 


CD 1 1 b(Ma c - 1) 


1 . 


0 


B L 3 


9 S . 


5 


CD 1 1 ztg p 1 5 0X9 5) 


0 , 


4 








CD! 8 (L F A - 1) 


0 . 


3 








CD29CVLA-£) 


9 4 . 


1 


C D i 0 


0 . 


5 


C D 4 4 


1 0 0 




C D 1 0 


0 . 


4 


C D 5 4(1 CAM- 1) 


6 1 . 


6 


C D 2 0 


0 , 


4 


CDS 6CNC AM) 


9 9 . 


9 


CD 2 2 


0 . 


5 


CDS 8 ( L F A - 3) 


5 1 . 


9 


CD45RA 


0 . 


6 


CD6 1CVNR- J?) 


0 . 


5 


CD 4 5 R 0 


0 . 


6 


CDw4 9 dCVLA-4) 


9 I . 


9 




3 7 . 




CDw4 9 e (V L A - 5) 


1 . 


3 


1 g A 


1 . 


2 


LECAM1 


1 . 


5 


r sm 


1 . 


7 








I g D 


0 . 


6 










0 . 


2 


CD 2 5 


0 . 


3 


ScE I g A 


7 1 . 


3 


CD 3 4 


0 . 


9 








C D 4 2 b 


0 . 


2 


T0JBBratltJS 






C D 4 5 


9 9 . 


9 


C D 3 


0 . 


4 


C D 6 2 


0 . 


3 


C D 4 


Q . 


5 


C D 6 3 


2 6 . 


3 


CDS 


0 . 


2 


C D 6 9 


0 . 


5 


CD 7 


0 , 


2 


CD7 1 (T f R) 


7 6 . 


2 


CDS 


0 , 


1 


HLA-DR 


4 . 


5 








Gl ycopho 1 i n A 


0 . 


2 








I L - 6R 


6 . 


3 


C D 1 3 


0 , 


7 








C D 1 4 


0 . 


1 








CD 3 3 


0 . 


S 









b m 6>*»ft * 5 k p mm 2 mmmmmviw-. 

(CD38, P C A- 1 *5iU?B L 3) , W&fr^ (C 
D44, VLA-0, ICAM-U N C AM, LFA 
-3*5iU ! VLA-4) 4bW:CD4 5, CD6 3, 
CD 7 1 , I g GiSXTflfe 1?<DWM& Utt"? h o fc 0 

[0 0 3 2] 3 : ftg^n 7* V 

_hfE*Jfe0!l 1 Tisfir Lfc»ftK P MM 2 W&jg^ D -f 
V> (Ig) jte^StifiSc^f-^^^ns/ bSlcj;^ 

[0033] m&m i ice*©*!^ ± 3 nbtitcKP 

MM 2 IBIS (1 0 7 {@) /^b. Manual of Clinical Immu 
nology, 3rd edition, American Society for Microbio 



logy, 1988©#8fcfcJpCTDNA&ra*5U 3 8*6 
SS^BamHI, E c o R I h 5 W±H i n d III 

/V«:Jgft LTDNA^talJlXLT, 0. 8%T#n 
-^y/U (S EAKEMGTG, FMC&$!) (Cj; 9 2 
4^H*^ft5rfi 1 ofc 0 IMlLfcDNA^D 



it 



fctug j H , C(c*DiffCi7'p^ (ty^r 
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#fcW«^S:*l:rv^*v^lfefi^*:DNA4^fflv^fc 0 Z(D 
BMz, i gH»±tfK«ie^«ss«*Lrv^^ x 
M^^S«^bTV^^^o^ (03) 0 K-tori 
±9, K PMM 2 / ^ p - SrS4t 5 ^ 

[0034] mm a : 

±15**01 1 T?ttte Lfc«ttK P MM 2 C0^fef*C0« 

[0 0 3 5] «J60ll}C|B«CO*S-e»fc<XfcKPMM 
2 £2 O%FCS^i01 0 0 u g/m 1 
^RPM 116 4 OJg^MfcT 5 X 1 0 5 f@/m 1 
t45i5K«*lto J§*4 8P#^«i-, KPMM2 

K0. 0 5 M g©^t^F 0¥:/3tt») Sri 5 4^W 
ML, ^S*«-eMajS«^#±LfcKPMM2»j}& 
SrEPRLfco [IJlRL/cKPMM2|P9fl&£r0. 0 7 5M© 

a if ^ y Kftfejfefc i o T##f bfc 0 

[0 0 3 6] KPMM2[^<(DiilS» 
fco-f^»T*foS^i:^W^Lfc (14) 0 ML 
fc 1 5»iat^t^4 6, XX, der (1 ; 1 9) 

(q 1 0 ; q 1 0) , t (3 ; 1 4) (q 2 1 ; q 3 
2) , -4, t (6 ; 11) (pl2;pl5) , de 
r (10) add (10) (pl3) die (9; 1 
0) (qlO ; q26) , +16 L/c Q 

[0 0 3 7] 

SliSM 1 "C»* LfcMfitt K PMM 2(D^y p x#4 y • 

/<—/U?74^* (EBV) *5±tfW 2/7XV?^5: 
[0 0 3 8] HJS«1 ^WB*^ffiTite^fcKPMM 

2 Wa^M^t^^^^O' • (E 
BV) Srtftfflt-5fc»fc, Systemic Gene 
tic I n s t i t u t elt^biAbfcEBV B 

PCR (aKU* * ^^41/ yT#isa» £tr 

A^tfjfflM. T. C. (Gen-Probe I 

nc. *t») fc«fc&, S^&jftfctaiLfc. 
[0 0 3 9] ^tDjJg;^ KPMM2tiEBV^y^8J; 

[0 0 4 0] : 1M ^KS^SKtftt 

^IM 1 i lfc«K PMM 2 Sf ^ YJ34 

[0 0 4 1] HJ6^|lK|B«-r5*ffi-e#?>tLfcKPM 
M2£2 0%FC S*5±lM 00// g/m 1 
y^t?RPMI 1 6 4 0#««fc»iBS*^ W*^2 

0 0 m 1T*9 6J*::7V— h {yy;v^i/^M) —1X1 
[0 0 4 2] 9 6R7U<-h<D&ftK^ TfBcD«Jg£ 



[0 0 4 3] ,Mlx. I L - 2 , HJfi*«5E 
(TNF) -a, 
flJ«H^ (GM-CSF) , ^#»^fi:H^ (SC 
F) (£t±, Genzymettfi) , H I L - 4 , HI 
L-7, ^IL-10, |^IL-11, HSifeSffiSH 
? (LIF) , ^y^^^f^M (OSM) CK±, 
Pepro Tec Inc. tt§© , m I L - 9 , m 
h7^7^>y«Bf (TGF) -/3 (K±, 
R&D System Inc. tfcSS) , ^IL-la 

(Boehringer Manhei mtfcJS) ^ 13 I 
L — 5 (Upstate Biotechnology 
Inc. tfcjR) > HIL-8 (Am e r s h a mft 

X) , H^y^n^^y (epo) #3j:0H»i«3 

n~-jffl*H^ (G-CSF) (£JL±, 
tti D«#t) ttl00ng/ml o 
[0 0 4 4] «^^-7xPy (I FN) -y 

(mmmmfc^ttxvmm ^^xmm^ h i f 

N - a (ft&SSHHttcS^tfc i 9 ««) B1 0 0 0 U/m 

1 o 

[0 0 4 5]«iiL-6 (*^S^££tft«fc?)» 

ft) Itlng/mlo 

[0 0 4 6] &4b\ itJHIfftt, 1M h#>f ^SriPifti^ 

2 0%FCS*5<£U*1 0 0/i g/m l *^Wv^SriS 
iPb/cRPMI 1640 Jg»-Cig* L/Co 

[0 0 4 7] 9 6^I/-F(Df^ffiLftKPMM 

5%C0 2 4\ 3 7°C-C9 emm^MLtc 0 ^CDigji^ 
T4^ffji-, #^^ 3 H-5 L ^v ? ^ (Amersha 

mth$D Sri M C i/5tirft5J:5Hta)PLfco KPM 
M2^^jA^/c 3 H-^ ^^i^SJS^ 

(1 2 0 5 ^^^^ 

[0 0 4 8] KPMM2©lBJ(teJM-5#af--f h*-Y 
^<JDJ!**SrBI5fc*-r o H5^feW&* i ft±5^ KP 

MM2»flI L-6 tHM^^- hUcit 

ifltlng/mltmiL-eti!?, 3 H-f^ 
^^<Oft03i*iS2. 2ffiFfc±#Lfco IFN- 
a*3,fctM FN-7^KPMM2MacDit?i^ill : (CPl 

[0 0 4 9] K PMM 2 <D^^f h*^y|^t5 

RjSttSrW^SfcJ&K, MTT (3-[4,5-dimethylthiaz 
ol-2-yl]-2, 5-diphenyltetrazolium bromide) S (J. I 
mmun. Methods 65:55, 1983 £r#flg) fei^jBBJJS&e 

[0 0 5 0] HJfeM 7 : fit I L - 6 m A b jo itflft I 
L - 6 R mAb\cX6^M^W 

mmm 1 Lf-»ia*K p mm 2 5 ^ ? 

HML-6R mAb 9 ^/Mfttt) (Ig 
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Q^yT. : PM1) ft£Xf~?$XlfLl L-6mAb 

(IgG^7^:SK2) «&I^fc 0 SK2fi 
JClfc (Y. Ohe etal., Br. J. Cancer 67:939, 1993) 
IB<t$ttT*5 9 % tfiPMlKt (Hirata et al. , 
J. Immunol. 143:2900, 1989) tCfB«£ ftTV^So 
[0 0 5 1 ] **^ltlB«-ra*4fe-C»fcKPMM2 
£2 0%FC S*5«fctfl 0 0m g/m 1 
t3>RPMI 1 6 4 0#§|?R^5gS*, *m^2 0 0 
H 1 "C9 6^^^- h — 1 X 1 O 4 

[0 0 5 2] 9 6^l/-h^(Cit £H*ft£>I 
L-6 mAb (^-/^P— ^/MS*) (SK2) *3j; 
I>miL-6R (£#ffO mAb (PM1) SrSU^ KJP 
X.fc 0 ft:fe\ *fflgS¥tt, »M4V^2 0%FCS^ 
itflOO^ g/m 1 ^t^^^tfRPMI 1 6 

[0 0 5 3] 9 6^^h(0#W^aifcKPMM 
2£r, SI L-6 mAb*5£tf£i;i L-6R mAb 
#^T&3V^##^T^W45%C0 2 ^ 3 7°C^ 

H-^vV (Ame r s h a m|iS) Irl/iC i /ft 
fcftSiSKSSiPLfco KPMM2^K«9}AA,yc 3 H- 

- (1 2 0 5 ^-^7V~K 7 7/W^7ttI) £ 

[0 0 5 4] KPMM2(Ditm^1-^)$lI L-6 m 
Ab*3itWKl L-6R mAb(Oj!)^:5rE|6 (C^i" 0 

s k 2 *5 it^PM i (Dmmm^iih^Am^mKmm 
mm^MAmm^ PMisug/mi© 

MtKPMM 2 0>*tai&^ fclfiW L/C. 
[0 0 5 5] KPMM2Jf^cO^[ I L- 6 mA 

b *5±tWK I L - 6 R mA b fcl^S&ASrfl-^Sfc 
MTT (3-[4,5-dimethylthiazol-2-yl]-2,5-dip 
henyltetrazolium bromide) j£ (J. Immun. Methods 6 
5:55, 1983 &£Jfg) &iLXf£Mti&&Wm6fe'tttm 

[0 0 5 6] *6fc#l8 : EL I SAl£±5 I L - 6 j££ 

±mmmm 1 -e»* l/c«*k p mm 2 ^ <t 6 1 l - 

[0 0 5 7] |£li«lKSB«^«*4fet?#fcKPMM2 
«\ 2 0 % F C S *5 ±tf 1 0 0 // g /m U tv^ ^/y 
^tfRPMI 1 6 4 0ig#^fcl 0 6 e/m 1 £ft5 
i 5 imm £ fc M L - 6 ^#£TTiI« 5 % c o 
2 <r\ 3 7°C^«*Lfc 0 

[0058] «t7 2«, mmmrpt^tiftZK 

PMM2^MLfcIL-6(DM^ bML-6ffl 
ELISA^h ( J S?A^>T*9#9 h 

T, 2 0%FCSj8±tfl0 0|*g/ml*tW^>' 



£8fc&nLfcRPMI 1 6 4 0;t§*«£fflV^;: o i§*_btf 
^f!7 9. 7+19. 6 (¥^fS±S. D. ) pg/m 

i (7) i l- 6om±&$itii£ti, *ffigigii^s^r*5v^T^ 

ffil&# (4. Opg/ml) £JlTT*&ofcOlCit«-rS 

[0 0 5 9] MMVi9 : 7n-f^f h ^ h 9-fcl±5 I 
L-6 RCD^COH^ 

KPMM2«iW I L-6 R3&S£flMR1-5fc* 
(C, I L- 6 Rfcjjg^U I L-6COI L-6R- COg 
^SrBSFLftl^^^tfct h I L-6 R mAb-efeS 
MT 1 8$ifr (Hirata et al. , J. Immunol. 143:2900, 

1989) £fflvvt, IWS^^tftmfeSrldtLfco 

[0 0 6 0] SI*«lfc|B«©^«fe-e»bilfcKPMM 
2#BIJI&£1 0 6 {g/^-;/ift5J;5fc:, 100^1 
OHiKW 2 |H«© F A C S iSaffJStSiSS*, 10/ig 
/m 1 ©MT 1 8Kfr£riPx.> 4 'ClCT 3 fl$HEJS£i±" 
tzM., FACS«flBK^2[§I^U 100jul<7)FA 
CSilfCH^^:, FITC^ISH^^ 
^IgGKfr (TAGOttl) Sr5/* g/ml«lD 
U 4^X3 0#MKJS£*fc o FACSlfit2 
ETCfcfrLfcfL RFACSi|WHRt#j6S*, 7P-f 
— (EP I CS PROF I LE, /V* 

[0 0 6 1 ] ^jjgj^ 0 7 iC^rf J; 5 fc, K PMM 2 
MSii^I L-6R(Z)»a* s iSSnfc« 

[0 0 6 2] mMmi 0 : EL I SAKiSt h I g G 

(M^V/^) K£<£>S!l£ 
K P MM 2 CD b HgG (M^/^) K£ffi§ritffcL 

[0 0 6 3] iiJtwifcia«©^ife"e»6ixfcKPMM 

2£rl 0 6 f@/m 1 tft5 ± 3fc, 2 0 %F C S*5 £0* 
100// g/m 1 ^tv^^y^RPM 116 4 0 

mmmmm^, «2mi^i2^-h (77 

/^^^tt») O^^ftL, fc h I L-6##fiK 
Sp5%C0 2 tK 3 7t-C7 2B#MJg#Lfc 0 ft*3, 

SWktt3|iIffofc 0 *<oft, ®JI±}f^t MgGl 

TAGOttfit«IgG» (NO. 410 

0) *5it5T>u*y 7**:7r*-i^«ir^trU gG 

(NO. 2 4 9 0) »§ELI 
SAKTjBJtLfco ft&\ ^^-KfcLTtfs^i' 
lift h I gG (NO. 0 0 0 1 -8 6 0) Srffl^fco 
Stiif^lUilO. l/zg/mlcDtM 
gG«ffi$}l, *tM«*«-C^ffiPS#J^T (5ng 
/ml) -C*ofc©KJt«L-C, **-tft*tf>b h I g 

[0 0 6 4] ^IMl 1 : RT-PCR (^9*9^ 
^fx^fy^^v/ay) te±5 I L-6*5±tM 
L- 6 R mRNA^ftffl 

HSfJ 1 iCtm^mrMbthfc K P MM 2 tf S fc 
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fc, RT-PCR (fg?*3^1/^fx^y9T^ 
i/ay) J: ^ b b I L-6*5it^fc h I L-6RCD 
^yty^ RNA (mRNA) SrtfetiJLfc 0 
[0 0 6 5] ^T^At^A?n?-fKffi (Mole 
cular Cloning, Cold Spring Harbor Laboratory Pres 
s) iaoTKPMM2» (10 8 » i^^RNA* 

KW 6 . 4^fet>IW«JC^RNAftmilUfco l#£c 
DNA^ttcDNA^y h (Invitroge 
nftS) Srffl^T, W***^RNA5//g^ 

[0 0 6 6] fe&ttMb LTfc M L — 6 docket: h I 
L-6RMPCR/7^^ffl^ (C 1 o n t 
e c h Inc. ffiK) o P C R85*S- 100/ilft, 
1 OmM Tris-HCl (pH8. 3), 5 OmM 
l&ft# ]) Amp 1 i taq (Perkin E 

lmer C e t u s ft® 2. l#flc 
DNA^J*RjS%l m 1 , 0 0 pmo 1 

iLTPCRtWLfto SW-9 4°cei5>^/Wb U 
6 Ottl^t 7 2°CT1 O^CDIM ^/W&3 0 
/VlWl/Co fr^lftt- 7 2°CT1 

0##fi£frofc 0 t h I L — 6 do «t 1 h I L-6R 

[0 0 6 7] 45*RJS^*.— 1 0 u 1 £r^oT 1 . 

i5l^ IL-6 (628bp) joitfIL-6R (2 

5 1 bp) ©PCRl»ttV^fWKPMM2©RNA 
^feifittSttfco £*l&£>*S*B:, KPMM2#IL- 

6 (D*- h 9 94 >#m\c a o ritarr 5 r. t SrJte^ 

»a©ffi^b^a*-f So SKW6. 4jNHJ6ttIL 

-6^JSfLtIgMSrMt5 0 IL-6ROPCR 
SW1SKW6. 4 mRNA^P>l|*I^tbfc 0 L£> 

t, i L-6tDPCR*^f*^<oSiK-e^a^ttT, r. 

cD^£teSKW6. 4US^ I L-6£rS£LTW£^ 
[0 0 6 8] HJfc^l 1 2 : WftKPMM 2C0SCID 
(1) KPMM2(7)^Wtti3j:W VlfsK^(Dj(i8ft 

_bfE^*M i Tm± LtcmmwK p mm 2 © 



[0 0 6 9] KPMM2&2 0%FCS*3j;tfl 0 0/* 
g/ml ^Wi^Srg'tpRPMI 1 6 4 OSHttfc: 
10 8 |/mlTliU 0. 2mg©!)t^7v / T 
nGMlS#(Code No. 0 1 4-0 9 8 0 1, 

y^MM^^^ (HTlL-6-SCIDTm 

£v^5) (^^»*») cott^T^attlf^o. lm 

l^ffibfCo l^^«^^3^f!|^#«^ 

[0 0 7 0] r^JSBSr«1S«Jt«mu JUWtftBS 

(7 0 7r;^yttfi) £«LT/jfflS£r 
HHRLfco ^«£±fBt^#K:RPMI 1 6 4 0® 
*fKfcS8iBU IL-6-SCID Tm, MM^ 

(S C I D^?* fcV^5) (R*^^Ttt 
St) , BALB/c-nu/nu^^ (J^T^^K^ 

tf3R"C<DJdft^ BTig-efeofco 3=fcJMg»£r 3 mm^(D 
^ny^tU ^fit$f£rfflV^TI L-6-SCID T 

(2) KPMM2COS*5^ttS8S^COPl^tttt 
KPMM2(7?^ttjgKSrST (s. c. K 
(i. v. ) , MErt (i. p. ) t Lfc#^<7) pT#« 

[0 0 7 1 ] (1) fc*5^TS C I DV!?^|Ct»ftt 
fcKPMM2M*£MTOOiSffiU IffltfclMS: 

SrSLTttJSSriaJRL, 1 0 8 fl/m i com&mmm^ 

2mg(D!)ffiTv/TnGMl»J;i;5 0 0 RCO 
XltMLf^-F^^^^O. lmlfofif 
(s. c. ) , ffrJKrt (i. v. K JKBrt (i- 
p. ) <D3gJg"C^ttU 4 o B^t^o^JS^tro 

misti, s. c. i. P . jg&Hrc 

f4KIBrtfc@^JKiSr^Ufco *fc, i. v. ^«~C 

fiKP MM 2 ttflt(D4f^g^ fcjlfco 
[0 0 7 2] 
»2] 
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K PMM 2 e&Wfcffiti- 







£«a/8»s 


S C 1 D 


s . c , 


3/3 


i . v. 


3/3 


i - p. 


3/3 


2 - K 


s . c , 


4 / 4 


i . v , 


1 / 1 


i. P. 


3/3 



(3) KPMM2 3gPflOftfe©jfcfl|b b I g G (M^W>° 

|«KPMM2 £rS C I Dv^^ffBU 

fc 0 ±M (2) lcfa«^ffiT**iejjatSKPMM2SrSC 
ID7{7^ftTltU KPMM2#«itrK #«^2 
10 @, 4 2HB<£>3[Hk iLtfi^/^/V^S^LTEL 
I SASKTt h I gGftftSrSJSbfco 
[0 0 7 3] ^C0|g*. ^9*]lL?**eDfc h I gGiftS 
^KPMM2^#ffiLfc®]^ll?^V^tl>teR*KJi-±# 

( 4 ) K PMM 2 o^Wttfcit^#««BJJS®:co*feW 
SC I Dv^7^-Kv^7tWSfi»Iifc^ 
t © K P MM 2 (O Rj^Stt 5r^f^ L fc c 

[0074] mm^w\^M^t>f^m<Dsc id^i? 



^fcilfcs-K^**^ ±12 (2) jE«o>;fr8rc#* 

K P MM 2 MIS ?:1 0 7 , 3 X 1 0 6 , 10 6 {@ffif|^T 
(s. c. ) fc5g*U SfcSC IDv>?^(C^_h|5 
(2) (DMr#f:KPMM2»3X10 6 , 1 0 6 
fiSMRft (i. v. ) T^^WLfco 

[0 0 7 5] ^S*, SCID^^fcfiTSWtfc 
i§£\ 3 x l o 6 ffl£*_y£lfrf 5 2 1 B4tt^« 
-Cll*S®*ffMU. lO 6 »SLfd^t)2 10 
STIC 2/3, 3 2 0JTi^T«M«l 
/Co *-K^?*l^T^«-r3£x 10 7 fH#«Lfc 
»^TIi2 10it*K2/3, 3 2 B *T?fclfifc£0!ft?, 
tf:3Xl 0 6 fi^ttbfc#^-ett4 2 0£-C(Cte^#r| 

4 2 0*-etrM»^lrttl 1 P ? tt^^ofc o 4fc, SC 

i D^^^tr»j|Rrt^ttbfc»&, 4 2Bi-ei:3xi 
o 6 ««-e^F(k i o 6 ««-e 1/3 1 k pmm 2 as 

[0 0 7 6] 
[**3] 











day 10 


day 21 


day 32 


day 42 


S C I D 


s . c . 


1 0 T 

3 x l 0 6 
1 0 6 


1/2 
0/3 
0 / 3 


2/2 
3/3 
2/3 


2/2 
3/3 1 
3/3 


2/2 
3/3 
3 / 3 


7 - K 


s . c , 


1 o 7 

3 x 1 Q s 
1 0 8 


0 /3 
0/3 
0/3 


2/3 
0/3 
0/3 


3/3 
fl/3 
0/3 


3 / 3 
3/3 
0/3 


S C I D 
C I D-r# 


i . v. 

air is it* 


3 x l 0 6 
1 0 6 


0/2 
0/3 


0/2 
0/3 


0/2 
0/3 


2/2 

1/3 
P 
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KPMM2^r#filLfcS C I ^.XfC&^T, 
%%ffl&t£1t$>\C, KPMM2^lBMii:tfi$W 
^ISSLTV>5^ffitLM w C&5fc bCD3 8^Jg<D|§5fL 

[0 0 7 7] K PMM 2 5r_hfE (1) \Z.WMtt&%&T? 
SC I D^**HMRrt^U M«3 7 0 Bl^fir 

ttilt, ^fy^^y^a (10 0 Mm) £rM 

u m^mmmmtrnm (facs) mmtm (2 

%FCS*5ilF0. l%NaN 3 ^PBS (-) W- 

m Kx^mmE^umm^mm^tco ass, itttstji 

t UKPMM2»Ittl/^^SC I D^^^-fr 

[0 0 7 8] *Hj»«Ke«^«*ife|!:J:5KP 

MM2S:ST^«Lf:SCID'7W&tt, 3 

Jl?r^ , r>'l/^7 { y (10 0 Mm) SrilU FAC 
S «flHKteT #tt*BJJ&(Z) j*ig«SrHSU Lfc 0 

[0079] »tt*fffi t lt, mmm 1 iccgt 

>-trbnfcT#*bfcKPMM2SrMV^fc 0 -f S/'hT 
h P T 4 0 M#3£ LfcK PMM 2 £r F A C SSff«Tgfe 

[0 0 8 0] jjfefc, ccoj;5^ffKb^»^iS«^ffl 

FACSOfffiaSfc hCD3 8#i^C05S8L£iJ 

[0 0 8 1] tftfc^ 10 0// KDFACSfffttf 1 
Ct, **<D#i«BJfil 0 6 fl}C*tU 2. S^g/m 

lcoy^^^y^y^ (pe) tmfttt |>CD3 8K# 

JPU 7k_h-C3 0#WRJS£*fco JfcVv?, lml<2F 
ACSttflS*^2EiJ^fiL 5 0 0 m1©FACS1I 
fiTC^U FACS can h>- • 

>tiM) f AC sMVr%ftifc 0 

[0 0 8 2] ^tt^fflgp-C&S-f ytT hngfKPMM 
2cDFACSfi?$Jf^*pS^> f*M4 0^62 0 0 
0^Wffll:fe5Ma^t hCD3 8»»^ 
L/C (010 (a) #Bg) 0 KPMM2lr»ML 
f:SC IDv^tlt ^o#«Ma^^J;^7 l%» 
ebCD3 8|tt«^^btltl^ (010 (b) 
#{§) 0 roctft SClDY^|:fIWIU: 
KPMM2^S C I D^.X C0#||^^ Lfc ^ t ^ 
Ltl/^c KPMM2SrSCID^^fcfiT» 
tt L T £ C tztmftfr b # k ftfcjNMS tt^T fc b C D 3 
8&m&X*h*) (El 10 (c) #{§) N KPMM2^S 
T#*LT£T£M**^ 4TKPMM2^yMJ 
ftTV^r ch^^f^ ft**, KPMM2»ILT 

CD3 8»ffijfHJtatt^<tfeWSn*^ofc (010 
(d) ») 0 



[0 0 8 3] JgJSMl 3 : JrCfc h I L - 6 fiif*S K 2 & 

itffit b I L-6RSMfc bSftfeif*PMl(Z)fetK 

KPMM2itllfe^tt5fit b I L-6#C{*SK2 
*5it^gifc b I L-6RS«b H«PM1^ 

[0 0 8 4] ±fa*Jfc#[|l 2 (1) KB3«0*ife^SC 
I D ^ ^ ^ Tittft; UT#fc K P MM 2 #MIill»* &r ? 
*^*tr^TnGMlS#:/X|ft^a^-K^!?^ (5 
Hft *t) iUmm«7P^-CtT«U a0(Cl 
@/cffSK25iMlmgA9^^lM, Hffi^t: 
b^fbPMlJiift: (H(S^MW«W0 9 2- 1 9 7 5 9 
#fi9) £0. 12 5, 0. 5joitflmgA^©3 

fc«±5fcPBs (-) -ciMSu HH4 

*ffl5SPfctt. PBS (-) S:0. 2mlA^S^L 
[0 0 8 5] *©tt*SrH 1 1 te^ 0 |Sffi*ffig8¥<05p 

*§^TM*if (Growth Inhibit 

ory Ratio:GIR) Ii78%, 0. 5mg/ 
^>^S^l/:S^WG I Rtt5 3%, 0. 12 5m 

^J3i*^mwi$ya*^^^^fc 0 *fc s k 2 ic&^T 

lmg/v^^SWtG I R6 
*MMLfc 0 

[0 0 8 6] £^ l«ffi^l:»Lf:ttfy^ 
;\s<DK b I gGjftffi^EL I SAffifcTjHSL-fco 

M gGMffl2 7. 6mg/m 1 T*feofct>co 
SfMUiftPMlfiMl, 0. 5, 0. 12 

5mg/v9^S-^t5r tt^Mtl7 1%, 5 5 
7 5%»0J*ttfc^ S K 2 lmgA^t^t 

fc4 3%«I»J*ttfco ffi*fiS^iL*t h I gGM^ 

[0 0 8 7] mXMl 4 : KPMM2»fSSC I 

K PMM 2 (10 7 fi) ^_hfa^Ji«12 (2) ^CE® 
t5*fttSCID?^ (H^^l^TttK) 

[0 0 8 8] KPMM2#«m9 0g, 2O0g, 3 0 
0 B*5±tF3 7 0|CKPMM2fIWISC I 

!?^^-^r/v^L, ^^^Ig^J: 9 6 0 ju l^Sco 
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a ++ /pH7t7^f- (^.=x-^^^tt«) \CX 
$iJ/£L/c 0 MMt LTKPMM2?SriWLtV^ 

[0 0 8 9] ^<£>fel^ KPMM2iIW(fiSC I D 

Sftfc (HI 3) o fc*5, JliL^^^t*/W^A«ft 
±#tt, K PMM 2 Sr S C I D v^^^fl tfc 
Y^^fi(3(«KPMM2 (bhCD3 8 

[0 0 9 0] KPMM2fiWl3 7 0S©S 

C I D^^^TJR©#^XJ»«j^LT^ffiW{C««Lfc 

fg$ftfc (B15#I) 0 £JlJi(Z)^*tt, KPMM2& 
[0 0 9 1 ] 

/Co *»K«)*-h^5>fy««fci5 iL-6«tt 

if <D I L - 6 ffittPI^IJ^ 

tttft ir1-a#Mltf&^J^f&Sf^^i: ttfefffl L 

l - 6 mm^xmmt^> t h 'wmmm^wn^ 

[0 0 9 2] Sfcfc, ^HSWcofc h#KM«*£r*» 

[0093] z.fib<D&frb*m\<D\i vwmmmmm 

[HI] Wit^lt 5 K PMM 2 (D g #K)H^^ 
1"0 (£&<0Jg*g£3H«) *T?S>5o 

[a 2] KPMM2o»ift*tH {$Lm<oi&m*&t 

[0 3] iMf^P v hMl-<t5KPMM2© J H *5 



fc£ 0 KPMM2WftDNAS:BamHI, Eco 
R I*5«fct*H i n dlirCffiftU J H &<t^C X itfe^ 

Ifc^yK* (A) T^fo 
[0 4] KPMM2<£>$fflI£^f0 
5*) TfcSo *#Ufcl 5»(j;t^T4 6, XX, 
der (1 ; 19) (q 1 0 ; q 1 0) , t (3 ; 1 
4) (q 2 1 ; q 3 2) , -4, t (6 ; 1 1) (pi 
2;pl5) , der (10) add (10) (pi 
3) die (9;10) (ql0;q26),+16£r 
^L/c 0 

[05] KPMM2^iSa«»C^t^#lW h^?^ 

f*KT<Z>il9"C&5 : IL-6, In g/m 1 ; I FN 
lOOOU/ml ; ^(Oi&(D^ 
<{Y$<{^ lOOng/mU #SItt3B©WR© 
(SD) Sr*-r o 
[06] KPMM2<D«if^C^f I L-6 m 
Abdoit^feLl L-6 R mAbOM^tS^fc 
5o SK2f±^?*SLl L-6 mA b (A) ;PM1 
^D^IL-6R mAb (•) 0 JfclRttJtflHSr^ 

[07] KPMM2»ia^^H*^ IL-6ROM^ 
tST&So iMftlL-6R mAb (MT18) 

-CSfefebfco v9xigG2bWSr»itbtffl^ 

/c 0 5ft$H*m I g G 2 b ^IftMT 1 8 Sr*i~ 0 
[0 8] 1. 5%TJfv~ ^y;u±TORT-PCR 
(K?PCR) #4FffcJ;9, KPMM2<7) I L-6*5 

itfIL-6R mRNA£)^£r^t0 (SftfftSj?) 

¥X) -e&So ^lSiM, S KW6 . 4 ; 

y2$3£U5^ KPMM2 ; U->3$5£Tf6^ ffift^f 

fl8o 

[09] KPMM2*fiT»«Lfc^9^K:*5»t5«» 

[010] (a) tt^fyif hPgibfcKPMM2(Cjo 
IJSfc FCD3 8^iJ[gcDFACS^tffSr^1-0l?feSo 
KPMM2J14 0^^ 2 0 0 0 4 !?Of5HCO®3t3SSSr 
frTSo (b) }tKPMM2»I»StfcSCID 
^^^<D#«|»fl[air*3tt5fc hCD3 8S^FACS 
OWfSrS+HtffcSo 7 1 %<D*HB&aS4 0^^2 0 00 

<0«ffl<D»3fta&£«r^rfSo (c) ttKPMM2*ST 

fc b C D 3 8 F A C S )!W^t@ t fc § 0 ±X 

(d) iiKPMM2|:tSLtV^V^SCIDv^7(D 

#mmat*tt«fc hcd3 8Sus©FAcs«wf*^ 
ria-c&So 4 o^e>2 o o o©*5ffl^3t»s*^rr 

[011] KPMM2tC*f-f£K I L-6 mAb^j: 
WIL-6R mA b C0-f y ^/KJC^o^6If«±i»fl] 
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fH3**£r*-tia-C*>5o SK2BtStHL-6 mA 
b ; MftPMlttftk h I L — 6 R mA 

b 0 

[012] K PMM 2 ^ ^ K-7 t^ASft h I 
gGlitt^t6)7Ll L-6 mAbSfcttgtl L-6 
R mA b ©&*«r^-f-HT?a>5o 

[113] KPMM2^IWSU:SC I D^?* 

i-H-e&So (O) HtStJH^S^fo »«sc I 

?*4E (3 7 0 gcO^SlS) <^5p*S±S. D. 

i-o 

[01] 



[014] KPMM2^firtMLfcSC I D^** 
CD#tt*<Dfc bCD3 8SLJSBH4j»fl&OW^ (□) £>ft 
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